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— amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 
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Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability 
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Certain defects in the international application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP98/04063 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

I I the description: 

pages 

pages 
pages 



, as originally filed 
. filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 
pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

. filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



., filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authoritv in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55 2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary exammation was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 
CZI fi'ed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims. Nos. 

the drawings, sheets/fig 

I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since thev do not contain amendments (Rule 70 16 
and 70. J7J. 

* Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


Internationa) application No. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 Statement 








Novelty (N) 


Claims i o 




I to 




Claims 




NO 


Inventive step (IS) 


Claims i_g 




YES 




Claims 




NO 


Industrial applicability (lA) 


Claims i_g 




YES 




Claims 




NO 



2. Citations and explanations 



Document 1 [JP, 7-507210, A (Medinnova SF), 10 August, 1995 (10.08.95)] describes an antibody 
against BNP (1-76). Document 2 [JP, 3-297392, A (Shionogi & Co., Ltd.), 27 December, 1991 
(27.12.91)] describes an antibody against a-BNP. Document 3 [FEBS Letters, Vol. 400, No. 2 (1997), p. 
177-182, particularly p. 178 2.2] describes an immunoassay method specific for mammalian y-BNP 
derivatives, using an antibody against y-BNP derivatives. However, the specific immunoassay for y-BNP 
derivatives by combining an antibody against a-BNP and an antibody which reacts with preproBNP or y- 
BNP derivatives but not with a-BNP is neither described in any of documents 1-3, nor obvious to a 
person skilled in the art. 
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(54)TitIe: IMMUNOASSAY METHOD FOR BNP 



(57) Abstract 

An immunoassay method specific for 
mammalian y-BNP derivatives which 
comprises using a first antibody reacting with 
mammalian a-BNP and a second antibody 
reacting with preproBNP or y-BNP derivatives 
but not with a-BNP and wherein at least one of 
these antibodies has been detectably labeled or 
supported on a solid phase. 
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Ti^. aSa-BNPJ:^t3^?^V^-<^^Kl^^f>^-5r^g-ro -^Hti. il^^ 7-BNP 

L/^v^PSt?. ry-BNP^i»{$:j 7 -BNP 

r<=o:^^i^RS b LT. a - B N Pti^^:gT'fo5o 

mi : a-BNPSi:^^-eaiJ^L/c. l6L^^t<*:(^Superdex7 5t:lJ:a>7*/W 
6igHP LCT(7)^ h^'^^j^o Ati a -B N P(DMtBffiS^^i~o 
122 : a-BNPffliJ^^-TrffllJ^LTt. El 1 ^ m^1^f$^<^ S uperdex 7 
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uperdex? 5(Cj;5^/l'^i©HP LCT-Wi? n-v hi^^Ao B'P. Afia-BN 

;*:^nji ligs 1 (Dmm tLX. "rtlfLPro a - B N P (iBcfp-T -5 » l rotiif* i: 7° u 
■y^n BNP'fc.L<li7-BN P|S!Sl^ic:S^£;-1"5>A"^a - B N P {^KlRJt L^iV 

^-yh r->::ry y TBNPJ (J^ifJtM^ttii) lCfflV^^bi^TU^-5a-BNP* 

0ii^{iia?ij«<7)sa?ij#^ 1 i^mm(OT 5 y giia?'Ji^*3ttsT 5 y 27-1 

;^^B^OSi]^>c-mT'*5S7-BNP^^-mi^ t hW^^. i: tifi 

^J#^l COT 5; /^@a?iJl3.:}oltST 5 y^#-§-2 7- 1 3 4X'^^tl^^^;^T 5 

^£ffl$i^5m2(7?K^^i!i^('I^.L. gS^iJ#-§- 1 (7)T ? y 2 7 - 1 0 2 SrIS- 
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pg^$tb?:^v^. et^^c^^l^&t>eE^-C'fe'9. (t^[^^^#f. 13(1), 

2, (1993)) (7:>:^?£i:iJ: ^9tISSfe-r5r:^7;i^-e#^o 

ni?Lp(^ a - B N P 1^^^^-^^^! (Di/ii^ v^UT^^n B N P t 
L< tiv -BN Plga»^$^::SlC■t-5;^^^a-BNP^«l^lS^t^U/c^V^^2c^)e^^^^ 

{^^^ m PS hhcO'V'\^^<^^\ 

mmm i 

1^>' I RMAj£(w J;^ y - B N P^^i^c^S'lS 

mum^^mi^tio ^iSBLmTj\-y^>^ (bsa) nt^i:^^^^^±m^^mLfz.^ 
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(1) ^mmf^<o^M 

■^ttm) (5 O OK I U/L) g5inEDTAggl(lI^{-St)i^lta.SrggffilL. 4"^, 
X2000gT'5 ^AP^m'h'^m ( = ^ VttiSH - 1 0 7 R G A) L, ifa^^^ 

Ciy^y'M.LCl OA (.mmmim^tm) l^Superdex7 5 1 0/3 0;(J^i. 

(^r/i'-^fv'T?!) ^ffli/^T^^jaiLfco 0 . 1 M 19 A/^SSrr jffi (pH7.5, 0. 

3M NaCl, 5mM EDTA) ?rffll/\ 1 m 1 /minT-;*' ^ ^p^g^t L 

tcik. lii^^f* 1 m 1 SriiAL, :^ 7 ^/S^ibcolgttivK 1 m 1 o'-o^rffiA-fSo ^ 
Tie (2) -2) COa - BN P(7)ifl'j:£&iaJ:t>' (2) -3) 60 7- 

(2) a - B N P»j^^*3 it/T - B N P 

• t h a - B N P (--^7°^ KW^/lfllM) 

. ^ -h BNPT5 75^4^^^^ (ia?^lJ#-^l (^iai-tST?y^#^2 7-6 4) 

• a-BNPp!7/U4^"=^->5^*S5gB^7>t^*t-r5^y i'a— ^/^^^:^^ (BC 2 0 3) „ 

B c 2 0 3 yrBNP^ir-yh mwmmm^m) iCgs^i■^nTU^S a 

-BNPCO;^/l-7n=^rV5tS4S ( 1 2 9- 1 3 4) i^^-fS^y 7 i^-- ^/Pfetf^T-fc 

• a-BNPy ><r-«itg|5^3^(c:*)-r5^y^'n— f/L-gti* (KY-BNP I I) » 

KY-BNP I I utbnp=^-;' h (tgifftS^ttM) ciSSii-^i^-c 

V^5a-BNP(7?!; V^'ffiit (112-128) (CS^-T 5^ / t= -^/UtrCtt^T- 
2) a-BNPffliJ^5^f^J:5lfilKili^3-<^Pi^ 

a-BNPffl^tCttmaScO ^->:?^y yTBNP^i/ hj (^if^$!>»ttS2) 
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Y-BNPI I) *3j:l/:^/^7tt^^r^/*ffii^>E+-r^^y ^ ^""^^^-^f^ (BC2 0 
3) SrfflV\ #tj;^^(7>fg^(-t^v^, irV- I RMA (IramunoRadioMetric 

Assay) ?£T^iI'J:^-r6o 

5 150. 600.2000pg/ml) ^7}f y UVMcoK^Wt- 1 0 0 /z 1 

:8^aL. 2 0 0 ^1 ^OH-^^bBNPK^^ {'^^ I) ^Ji£Sr^:dPL. BC20 set 

^•^ttzo 2ml (7)^5tr^yi^'e2[alffiiit$rtTofcfg. Kftt^tt 7 vt7 >- ^ - A R C 
-6 0 0 (rc:7;^7'?±®J) TIiJaeL/^o ^(7)^^c^[Si:i^3i:t/lll2t::.i^-ro 
10 3) y -B N Ps^i^*ffl^^i-J:6ifn.^ili^*^a'J^ 

T-hBNPT^y ^SSP^J- (i£^U#-^ 1 c;OT ^ y ^S-^ 2 7-6 4 WA) 
^-r^^iktt (-<y^^KttK) 7^)^ibMASPl l^^yh (^<^ :y KttM) 

A.®^*S« (pH7. 5) i^g^L/Co Jvtt^tliaii^ ^ >'T^£S:fflv^T^To 
/Co I g GMnt^ 70/ii (7 7.6/ig igG) ^;^"^;^^^-:7t:i^a 

Na^^^ I (T-^iy^MtWi) ^ 1 0 /i 1 (3 4. 2MB q) ^^Jn L/Co 

0. 1 %^ ^ >'Tmi{^2 o /i 1 ^mmi.. m&xs o#rpTOL<m«^Lycm. 

20 0.2 5%b''aiT^i{^^-:^ h y "jzi^l^^fSjo 5 % 3 '^{t:;^ y -^i^TkigJ^^^H^^ 

n2 0M 1 -ro;jnx.TS:j^:^^l?il:LfCe Ampure SA:^^M. (T-vv/^i^ttM) 

^V^-e. :iC7:»iSf^^3 j:U^a — BN P:t'/V7t^':iri/^iiSl^^f§c (BC 2 0 3) ^ 

25 @;f@L/c7Ky :^^u>^t:■--XSrfflv^, «tli5j^t:i>Etf LT^th v K-f :y ^ I RMA& 

0 0 M 1 ^n^V :^'^i^'^M<r>m.m^{:i'j^'&L's 2 o o m i coo. 

1 M *9 Ay^M'^fffi (pH7.5. 0. 3M. 5 mU=^^ l-l^i^T ^ l^mmm (ED 
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TA) . 0.2%BSA, 5 0 O K I U/ 1 4^0fi5Kr-7^n^^>' (v^^'-^tt 

0 0 (Tn:t^tti!i) T-ffl^Lfc. -^rcOlS^^H 3 trvT^-To 
(3) 

J:D^[113 ^::77^LTV^5o c tb^^7^EIi:l^3V^T AH a - B N P cO'^HifiLE'r^fc^o 
10 -btS (2) -2) cOa-B NPffl:^^:y hi^J:5^l'J^^te^^^Lrv^ 

m2i±. mi tmi:^m^^m\^-r. ±ia (2) -2) ooa-BNPpj^.^T 

BN P^feSSt4+lt?5i|^H/5'^#ffil-> '?:tT.;O^B N P^&m\i^i,o^m^«X^^ 
[gl3t±. [112 i:F]C>tt^^^fflV^TJlt^ (2) -3) t:itS«cCD*^P^c7:)T-BN 

p ^ ^ ffl^ssm^^ mm^^mm(D ^ - b n p ^mmm^^xwim l 
NP^Tj^-fo ms^. ha~BNPmM^ikm(^m^tmmi^^HPLc 
msT^-h. :^mm(oy-BKipmm.{^^^^^&M'mmxn. BNP^^sst* 
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y -BN Pf|*f$:^:3 j:l/a - B N P lfll^4^ T*f7:>S^tt 

y-BNP^^^^$tri:St?tb^^H5rg^^L/Co ^^MS^RTtt^o^^v- 
(1) -1) ^[WI«<7:)l*^'^t^<:fc'9liQ-^1^f^ (a-BNPft/J^>(tmP5# (4pg/m 

1) -^ix(::±l£55'iii^?^^;^0?g. ( 2 5°c) t:iT o . 2 . 6 . 2 

4B$ra«C^L. BNP^feSffitiSr. a-BNP^ffl'J^i-5/^i6(7)v^^y UTBN 
P=^:y hT'Jay^L. 7 — B N P^^1$(7:>^:Et4^ll^^/cio 

^t^ib^&^l^^^L/ca-BNP^'^JPm. 4°CT'0. 2. 6. 2 4R#PMTOeL. 

7 - B N P J:t/ a - B N P o^^W'^W^'^'^^<o^^'&^%.<o'^m^<r:>'^^ 

mA-h^h. y-BNP^«f$:t^2 5°CT2 4 fl^FRmg LT t^JJ.^^ltcO^^gffitt 
{^hb^LT^S7^.C{g:T;^^a?:>:a7iV^c7){r>E^ [115;6^?5. a - B N P 4 ^CC 2 
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m * ts Si 

1 . m%m<^^ a - B N P fCSfE^-r ^ffi l (D^t^ty^^-::^^ BNPt>L<fi7 

- B N PmmmcKft^ir^ /i^ a - B N P {a±Rm L/cf 1/ ^IB 2 (Dfetf?^ t ^ffll/ ^^ c 

2 . Y - B N p^Wf*?^^. ga?ii^<7)ga^(j#^ 1 {::ts«tcor ^ y ^sa^fJici^^ti- 
'Sr ^ 7- 1 0 2-r-^$tb^T ^ y ^iE^^ij^ra-ai-^^^T^Trfo^lg* 

6 . m%m(^:> a - B N P t^/xiS^-r 6 1 ^^IvlI^ ^:/u:ynBNPtL<ti7 

- B N Prnm^i^Rit^-t^^'^ a - B N P irtiSi^; 2 t^tafii i ^^ti'C i: 
^^tm^-r-S). n^?L^p(7)7 -B N Pn^^f{${c1#S-fi^7i:fejSffly^f7)/ci^ ho 

8. ^lHS^^|.^|±Si-5^l^^$^e>i^-ati^^<t^#?g5Ji:i-^i-»*^7t^^ ho 
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123 
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SEQUENCE LISTING 
<nO> Shionogi & Co. , Ltd. 
<120> Immunoassay for BNP 
5 <130> 660984 

<140> 
<141> 

<150> JP 246684/1997 

<151> 1997-9-11 
10 <160> 2 

<117> Word (MS-DOS text) 

<210> 1 

<211> 436 

<212> DNA 
15 <213> human 

<400> 1 

atg gat ccc cag aca gca cct tec cgc gcg etc ctg etc ctg etc ttc 48 
Met Asp Pro Gin Thr Ala Pro Ser Arg Ala Leu Leu Leu Leu Leu Phe 
1 5 10 15 

20 ttg cat ctg get ttc ctg gga ggt cgt tee cac ccg ctg gge age cec 96 

Leu His Leu Ala Phe Lue Gly Gly Arg Ser His Pro Leu Gly Ser Pro 

20 25 30 

ggt tea gee teg gac ttg gaa aeg tec ggg tta cag gag cag cgc aac 144 
Gly Ser Ala Ser Asp Leu Glu Thr Ser Gly Leu Gin Glu Gin Arg Asn 

25 35 40 45 

cat ttg cag gge aaa ctg teg gag ctg cag gtg gac cag aca tec ctg 196 
His Leu Gin Gly Lys Leu Ser Glu Leu Gin Val Glu Gin Thr Ser Leu 
50 55 60 
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gag ccc etc cag gag age ccc cgt ccc aca ggt gtc tgg aag tee egg 
Clu Pro Leu Gin Glu Ser Pro Arg Pro Thr Gly Val Trp Lys Ser Arg 
65 70 75 80 

gag gta gee ace gag gge ate cgt ggg eac cge aaa atg gtc etc tae 
5 Glu Val Ala Thr Glu Gly He Arg Gly His Arg Lys Met Val Leu Try 

85 90 95 

ace etg egg gca cca cga age ccc aag atg gtg caa ggg tct gge tge 
Thr Leu Arg Ala Pro Arg Ser Pro Lys Met Val Gin Gly Ser Gly Cys 
100 105 110 

10 ttt ggg agg aag atg gae egg ate age tec tec agt gee etg gge tge 

Phe Gly Arg Lys Met Asp Arg lie Ser Ser Ser Ser Gly Leu Gly Cys 

115 120 125 

aaa gtg etg agg egg eat 
Lys Val Leu Arg Arg His 
15 130 134 

<210> 2 
<211> 134 
<212> PRT 
<213> human 
20 <400> 2 

Met Asp Pro Gin Thr Ala Pro Ser Arg Ala Leu Leu Leu Leu Leu Phe 
1 5 10 15 

Leu His Leu Ala Phe Lue Gly Gly Arg Ser His Pro Leu Gly Ser Pro 
20 25 30 

25 Gly Ser Ala Ser Asp Leu Glu Thr Ser Gly Leu Gin Glu Gin Arg Asn 

35 40 45 

His Leu Gin Gly Lys Leu Ser Glu Leu Gin Val Glu Gin Thr Ser Leu 
50 55 60 
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388 
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Glu Pro Leu Gin Glu Ser Pro Arg Pro Thr Gly Val Trp Lys Ser Arg 
65 70 75 80 

Glu Val Ala Thr Glu Gly lie Arg Gly His Arg Lys Met Val Leu Try 
85 90 95 

5 Thr Leu Arg Ala Pro Arg Ser Pro Lys Met Val Gin Gly Ser Gly Cys 

100 105 110 

Phe Gly Arg Lys Met Asp Arg lie Ser Ser Ser Ser Gly Leu Gly Cys 

115 120 125 

Lys Val Leu Arg Arg His 
10 130 134 



THIS PAGE BLANK (uspto) 



Wikinmm^ PCT/JP98/04063 



Int.Cr G01N33/53 



m^^nofz^^hmmn mmm^Am ci po ) 

Int. Cr C01N33/53 



B^m'^mmmmm'j^m i 9 ? i - j 9 9 5^ 
B^m^mmmmm^^n 1994-1993^^ 



C A, R EG I STRY 



1-5 



Y 
Y 
Y 



JP. 7- 5 0 7 2 1 0. A i;^'f^/—y< :sz:z,::^-7) 10. 8 
^. 1 9 9 5 (1 0. 0 8. 9 5)& W0 9 3/2 4 5 3 1.A 

JP. 3-297392. A (J^if ^^^^^^tt) 2 7. 12 
1991 (27. 12. 91) (:7r^U— /^U) 



FEBS LETTERS ,^4 00^ 
2. #tc:P 1 7 8 2.2 



2-^ (1997) P177-18 



1-8 
1-8 
1-8 



rrj ti(if;^tu^0Xfi^5fe0^^(^^^^^ 

tyj ^^crMo3b^:S:i^T^oT. 
r&j p]— ^>-r >- H :7 7- ^ y — :s:ftfe 



i%-xw^(D^x?tm 



0 4. 12. 98 



15.12,98 



mmMmm<D^.^^jk.nibx9t 

B:^mmm ( i s a/^ j p) 

S^ISS^-^ 1 0 0-8 9 1 5 



2 J 



9 4 0 8 



nM^^ 03-3581-1 101 f^;^ 3 2 5 2 



m5:PCT/ I S A/2 1 0 im^^-'J) (1 9 9 8^7^) 



THIS PAGE BLANK (USPTO) 



'^1 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP98/04063 



A. CLASSIFICATION OF SUBJECF MATTER 
Int. CI*' G01N33/53 

Acc ording to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched {classification system followed by classification symbols) 

Int. CI' G01N33/53 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-1998 Toroku Jitsuyo Shinan Koho 1994-1998 

Kokai Jitsuyo Shinan Koho 1971-1995 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA, REGISTRY 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP, 7-507210, A (Medinnova SF), 
10 August, 1995 (10. 08. 95) 
& WO, 93/24531, A 

JP, 3-297392, A (Shionogi & Co., Ltd.), 

27 December, 1991 (27. 12. 91) (Family: none) 

FEBS LETTERS, Vol. 400, No. 2 (1997) P177-182, 
particularly P178 2.2 



1-8 



1-8 



1-8 



I I Further documents are listed in the continuation of Box C. See patent family annex. 



♦ Special categories of cited documents: "T" 
"A" document defining ihe general slate of the art which is noi 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date "X" 
'L" document which may throw doubts on priority ciaini(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) "Y" 
"O" document referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 
the priority dale claimed 



later document published after the international filing date or priority 
date and not in confiict with (he application but cited to understand 
the principle or theory underiying the invention 
document of particular relevance: the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered lo involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 

4 December, 1998 (04. 12. 98) 


Date of mailing of the international search report 

15 December, 1998 (15. 12. 98) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCrr/ISA/210 (second shed) (July 1992) 



■i 



